The MIC values are presented based on results of the growth curve assays. In contrast to the inhibition zone-based assays that are carried out on disks, such values are usually reported in tables as definite numbers without including the standard errors [1][2][3][4]. However, to support our presented data on MIC values, we provide two graphs ( Figure S1 for MIC) as the representatives of all combinations (96 combinations including all natural and engineered peptides: 16 peptides against 6 bacteria) we tested to avoid unnecessary presentation of many comparable graphs. Figure S1 . Growth inhibition assays. (a) Escherichia coli strain D31 in mid-logarithmic phase was incubated with medium (control) or with natural peptide Um3 (15 μM). (b) Staphylococcus aureus in midlogarithmic phase was incubated with medium (control) or with engineered peptides D2 (8 μM). The growth rate was determined by measuring the optical density (OD) of the culture at 600 nm. Values are the mean ± SD. The experiments were carried out at least three times.
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Cytotoxicity and Hemolysis
Data of at least three different experiments with its replicates was average and error (SEM) was calculated (raw data graph). Then, data was fitted with a non-linear fit using GraphPad Prism. Figure S2 shows graphs for cytotoxicity and hemolysis determinations. Raw data for both cytotoxicity and hemolysis are presented for all peptides tested herein (left panel); while for the fitted curves, only four peptides are shown as representatives off all peptides used in this study. This was done in order to present clearer and easy to read graphs. 
